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Remarks 

Claims 14-20 are pending in the subject application. By this Amendment, Applicants have 
amended claims 14, 19 and 20 and added new claims 21-46. Support for the amendments and new 
claims can be found throughout the subject specification and in the claims as originally filed (see, for 
example, paragraphs 60, 66, 90 and 94. For the purposes of this response, references to paragraph 
numbers of this application correspond the paragraph numbering of the published application 
(United States Patent Application Publication No. 2003/0148389 Al). Entry and consideration of 
the amendments presented herein is respectfully requested and claims 14-46 are currently before the 
Examiner. Favorable consideration of the pending claims is respectfully requested. 

As an initial matter, the Examiner has indicated that a certified copy of application 
PCT/IB0 1/0 1891 is required to determine the correct date and establish any foreign priority due in 
the subject application. In addition, the Examiner has indicated that a reference to prior Application 
No. 60/223,482 must be inserted as the first sentence of the specification or in an application data 
sheet if Applicants intend to rely on the filing date of the prior application under 35 U.S.C. § 1 19(e) 
or 120. 

Applicants respectfully submit that page 1, paragraph [0001], of the subject specification 
contains a "Cross Reference to Related Applications" section indicating that the subject application 
is a continuation-in-part of PCT application PCT/IB0 1/0 1891, which claims priority to U.S. 
provisional application No. 60/223,482. The specification has been amended to include the heading 
"Cross Reference to Related Applications" to more clearly indicate this section of the specification. 
Applicants have attached, with this Amendment, a Supplemental Application Data Sheet amending 
the Domestic Priority Information to comport with the claim of priority recited within the first 
paragraph of this application. The Supplemental Application Data Sheet includes necessary 
Applicant Information and identifies the subject application by application number and filing date. 
Applicants have also amended the "Cross Reference to Related Applications" section of the subject 
specification to indicate that application Serial No. 60/223,482 is abandoned and Applicants 
respectfully submit that a certified copy of the International Application is not required since 
Applicants are making a claim of priority under 35 U.S.C. § 120, not a foreign priority claim under 
35 U.S.C. § 1 19. Applicants respectfully request that an updated Filing Receipt be provided to the 

J:\GEN\092.US02.CIPo\mend-Resp\Amd.doc/DNB/sl 



3 1 Docket No. G-092US02CIP 

Serial No. 10/071,645 

undersigned representative and gratefully acknowledge the Examiner's careful review of the subject 
specification. 

The disclosure in the subject application is objected to because of informalities. Specifically, 
the Examiner has indicated that the designation for the sequence identifiers at page 10, lines 2-10, of 
the subject specification is improper. In accordance with the Examiner's suggestion, the 
specification has been amended to recite "SEQ ID NO:" instead of "SEQ ID No" or "SEQ ID No." 
or "SEQ ID Nos." In addition, the subject application has been amended to correct inadvertent 
typographical errors and to properly recite trademarks. Accordingly, reconsideration and withdrawal 
of the objection is respectfully requested. 

Claims 14-20 are rejected under 35 U.S.C. § 1 12, second paragraph, as indefinite. The Office 
Action sets forth three bases for rejection of the claims. First, the Office Action argues that the mere 
recitation of a name (i.e., the recitation of "PAPAP") is insufficient to adequately describe and set 
forth the inventive concept of the claims. The Office Action offers several means for remedying the 
issue, including the recitation of various protein characteristics such as molecular weights, pi values, 
amino acid sequence information, etc. The Office Action also rejects the claims on the basis that 
there is no limiting definition related to "stringent conditions" within the specification and that the 
discussion of such conditions at pate 26 of the specification is exemplary in nature and, thus, is 
insufficient to render the claims definite. Finally, the claims are rejected as being indefinite in the 
recitation of the terms "variant", "analog", and "derivative" as the terms are relative. Applicants 
respectfully assert that the claims as filed are definite and traverse the rejections. 

As the Patent Office is aware, a "claim is indefinite if, when read in light of the specification, 
it does not reasonably apprise those skilled in the art of the scope of the invention." Amgen, Inc. v. 
Hoechst Marion Roussel, Inc., 314 F.3d 1313, 1342, 65 U.S.P.Q.2d 1385, 1406 (Fed. Cir. 2003). 
"The test for definiteness is whether one skilled in the art would understand the bounds of the claim 
when read in light of the specification." Miles Laboratories Inc. v. Shandon Inc. , 997 F.2d 870, 875, 
27 U.S.P.Q.2d 1 123, 1 126 (Fed. Cir. 1993). 

Applicants respectfully submit that the issue related to the term "PAPAP" is moot in view of 
the deletion of the term "PAPAP" in the claims. Turning to the issue regarding the assertion that 
there is no limiting definition of stringent hybridization conditions within the specification, 
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Applicants respectfully submit that paragraphs 82-87 define "stringent hybridization conditions" for 
the purposes of this invention. For example, temperatures at which hybridizations, under stringent 
conditions, are to be carried out are set forth in these paragraphs as are buffers and wash steps. 
Accordingly, it is respectfully submitted that one skilled in the art would, in light of the specification, 
be reasonably apprised of the scope of the invention and that one skilled in the art would understand 
the bounds of the claims. 

Finally, it is respectfully submitted that the specification provides adequate teachings with 
respect to the terms "variant". For example, paragraph 60 of the published application states: 

Variants of polynucleotides, as the term is used herein, are polynucleotides 
that differ from a reference polynucleotide. A variant of a polynucleotide may be a 
naturally occurring variant such as a naturally occurring allelic variant, or it may be a 
variant that is not known to occur naturally. Such non-naturally occurring variants of 
the polynucleotide may be made by mutagenesis techniques, including those applied 
to polynucleotides, cells or organisms. Generally, differences are limited so that the 
nucleotide sequences of the reference and the variant are closely similar overall and, 
in many regions, identical. 

Thus, it is respectfully submitted that one skilled in the art would, in light of the specification, be 
reasonably apprised of the scope of the invention and that one skilled in the art would understand the 
bounds of the claims since the reference polynucleotides are clearly set forth in subsections a)-c) of 
claim 14. Issues related to the terms "analog" and "derivative" are moot in view of the amendments 
made to the claims. Accordingly, reconsideration and withdrawal of the rejection is respectfully 
requested. 

Claims 14-20 have been rejected under 35 U.S.C. § 11 2, first paragraph, on the basis that the 
specification, while enabling for SEQ ID NOs: 1 and 3, in that they encode a protein that binds 
g34872, does not reasonably provide enablement for variants, analogs, or derivatives of SEQ ID 
NOs: 1 and 3 which are at least 18 nucleotides in length. 

Enablement is a legal determination of whether a patent enables one skilled in the art to make 
and use the claimed invention, Raytheon Co. v. Roper Corp., 724 F.2d 95 1, 960, 220 U.S.P.Q. 592, 
599 (Fed. Cir. 1983), and is not precluded even if some experimentation is necessary, although the 
amount of experimentation needed must not be unduly extensive. Atlas Powder Co. v. E.I. Du Pont 
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De Nemours & Co., 750 F.2d 1569, 1576, 224 U.S.P.Q. 409, 413 (Fed. Cir. 1984); W.L. Gore and 
Associates v. Garlock, Inc., 721 F.2d 1540, 1556, 220 U.S.P.Q. 303, 315 (Fed. Cir. 1983). Nothing 
more than objective enablement is required, and therefore it is irrelevant whether this teaching is 
provided through broad terminology or illustrative examples. 

An analysis of whether the claims are supported by an enabling disclosure requires a 
determination of whether the disclosure contains sufficient information regarding the subject matter 
of the claims so as to enable one skilled in the pertinent art to make and use the claimed invention. In 
order to establish a prima facie case of lack of enablement, the examiner has the initial burden to 
establish a reasonable basis to question the enablement provided for the claimed invention. See In re 
Wright, 999 F.2d 1557, 1561-62, 27 U.S.P.Q.2d 1510, 1513 (Fed. Cir. 1993) (examiner must provide 
a reasonable explanation as to why the scope of protection provided by a claim is not adequately 
enabled by the disclosure). See also In re Morehouse, 545 F.2d 162, 192 U.S.P.Q. 29 (CCPA 1976). 
Factors to be considered by the examiner in determining whether a disclosure would require undue 
experimentation have been summarized by the board in Ex parte Forman, [230 U.S.P.Q. 546, 547 
(Bd. Pat. App. Int. 1986)]. They include (1) the quantity of experimentation necessary, (2) the 
amount of direction or guidance presented, (3) the presence or absence of working examples, (4) the 
nature of the invention, (5) the state of the prior art, (6) the relative skill of those in the art, (7) the 
predictability or unpredictability of the art, and (8) the breadth of the claims. In re Wands, 858 F.2d 
731, 737, 8 U.S.P.Q.2d 1400, 1404, (Fed. Cir. 1988). 

In this instance, the Office Action argues that while the specification discloses that the 
protein encoded by the polynucleotides of SEQ ID NOs: 1 and 3 binds to the g34872 protein, the 
specification fails to describe other sequences, variants, analogs, or derivatives that are capable of 
binding the g34872 protein. The Office Action further argues that the specification has not shown 
what portions of the PAPAP polypeptide are critical for interaction with g34872, what modifications 
one could make that would result in a protein with the same binding properties, and that no guidance 
has been provided with respect to the use of variants that do not bind to g34782. No additional 
analysis of the claims has been provided within the Office Action. Further, the Office Action relies 
on Wells and Ngo et al to support the position that the sequence of a protein and its activity is not 
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well understood, unpredictable and that certain positions within a sequence are critical to the 
protein's structure/function relationship. 

The Office Action concludes: "Due to the large quantity of experimentation necessary to 
generate the infinite number of derivatives recited in the claims, the lack of direction/guidance 
presented in the specification regarding which structural features are required in order to provide 
activity, the absence of working examples directed to the same, the complex nature of the invention, 
the state of the prior art which establishes the unpredictability of the effects of substitutions/deletions 
on protein structure and function, and the breadth of the claims which fail to recite any structural or 
functional limitations, undue experimentation would be required of the skilled artisan to make and/or 
use the claimed invention in its full scope". Applicants traverse. 

It is respectfully submitted that the Office Action has not established that one of ordinary skill 
in the art having the chemical structures of a polynucleotide comprising the coding sequence set forth 
in SEQ ID NO: 1 or 3 and the ability to test for expression and binding to g34782, as described in the 
specification, would be insufficient to provide adequate teachings to enable the claimed invention. 
Further, reliance on Wells and Ngo et al 9 generic teachings related to amino acid substitutions in 
peptides, is insufficient to support the rejection of record. 

For example, the specification specifically describes the chemical structures of a 
polynucleotide that encode the P APAP polypeptide of SEQ ID NO: 2 (see, for example SEQ ID NO: 
1 or 3). Further, the specification provides an example of how to screen for interaction between 
PAPAP polypeptides and g34872 (see Example 1) and the claims and the specification indicate that 
variants retain the biological activities associated with the PAPAP polypeptide (e.g., the ability to 
bind to the g34872 polypeptide (see paragraphs 1 9 and 1 84). While a large number of variants may 
be tested in order to identify those having the biological activity recited within the claims, such 
testing does not amount to undue experimentation. As the Patent and Trademark Office Board of 
Patent Appeals and Interferences has stated: "The test [for enablement] is not merely quantitative, 
since a considerable amount of experimentation is permissible, if it is merely routine, or if the 
specification in question provides a reasonable amount of guidance with respect to the direction in 
which the experimentation should proceed to enable the determination of how to practice a desired 
embodiment of the invention claimed". Ex parte Jackson, 217 U.S.P.Q. 804, 807 (1982). 
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Accordingly, in view of the teachings or the specification and the level of skill in this area of art, it is 
respectfully submitted that one skilled in the art would have been able to identify variant 
polynucleotides within the scope of the claims and that undue experimentation would not have been 
required to practice the invention. 

Claims 14-20 stand rejected under 35 U.S.C. § 1 12, first paragraph as containing subject 
matter that was not described in the specification in such a way as to reasonably convey to one 
skilled in the art at the time the application was filed that the inventor had possession of the claimed 
invention. The Office Action argues that the claims recite polynucleotides that encode polypeptides 
that are at least 70% identical to the amino acid sequence of SEQ ID NO: 2, polynucleotides which 
will hybridize under stringent conditions to the polynucleotides of SEQ ID NOs: 1 and 3 and 
polynucleotides that encode proteins that are at least 70% identical to the amino acid sequence of 
SEQ ID NO:2, and polynucleotides that hybridize to or are variants, fragments, analogs, or 
derivatives of the polynucleotides of SEQ ID NOS: 1 and 3 and polynucleotides that encode proteins 
that are at least 70% identical to the amino acid sequence of SEQ ID NO:2. The Office Action also 
argues that, with the exception of the sequences referred to above (SEQ ID NOs: 1 or 3), the skilled 
artisan cannot envision the detailed chemical structure of the encompassed polypeptides and DNA 
molecules, and therefore conception is not achieved until reduction to practice has occurred, 
regardless of the complexity or simplicity of the method of isolation. Applicants traverse. 

Applicants respectfully submit that they were in possession of a greater number of 
polynucleotide sequences than is argued by the Patent Office in the Office Action. For example, it is 
respectfully submitted that they were in possession of each of the possible nucleic acid sequences 
that encode the polypeptide of SEQ ID NO: 2. Indeed, the Federal Circuit has stated (See In re 
WallacK 71 USPQ2d 1939, 1942 Fed. Cir. 2004): 

As a preliminary matter, we agree with Appellants that the state of the art has 
developed such that the complete amino acid sequence of a protein may put one in 
possession of the genus of DNA sequences encoding it, and that one of ordinary skill 
in the art at the time the '129 application was filed may have therefore been in 
possession of the entire genus of DNA sequences that can encode the disclosed 
partial protein sequence, even if individual species within that genus might not have 
been described or rendered obvious. Cf In re Deuel, 51 F.3d 1552 [34 U.S.P.Q.2d 
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1210] (Fed. Cir. 1995). Thus, for example, the RNA molecules required to encode 
the described amino acid sequence must necessarily have the following sequence: 
ACN-CCN-UAY-GCN-CCN-GAR-CCN-GGN-(UCN or AGY)-ACN, where N is A, 
G, C, or U; Y is U or C; and R is G or A. See James D. Watson et al, Molecular 
Biology of the Gene 356-57 (3d ed. 1977), cited in '129 application. A claim to the 
genus of DNA molecules complementary to the RNA having the sequences 
encompassed by that formula, even if defined only in terms of the protein sequence 
that the DNA molecules encode, while containing a large number of species, is 
definite in scope and provides the public notice required of patent applicants. Indeed, 
the PTO's Manual of Patent Examining Procedure ("M.P.E.P") states: 

Description of a representative number of species does not 
require the description to be of such specificity that it would provide 
individual support for each species that the genus embraces. For 
example, in the molecular biology arts, if an applicant disclosed an 
amino acid sequence, it would be unnecessary to provide an explicit 
disclosure of nucleic acid sequences that encoded the amino acid 
sequence. Since the genetic code is widely known, a disclosure of an 
amino acid sequence would provide sufficient information such that 
one would accept that an applicant was in possession of the full genus 
of nucleic acids encoding a given amino acid sequence, but not 
necessarily any particular species. M.P.E.P §2163.II.A.3.a.ii. (8th ed., 
rev. 2 2001). 

Moreover, we see no reason to require a patent applicant to list every possible 
permutation of the nucleic acid sequences that can encode a particular protein for 
which the amino acid sequence is disclosed, given the fact that it is, as explained 
above, a routine matter to convert back and forth between an amino acid sequence 
and the sequences of the nucleic acid molecules that can encode it. 

Thus, it is respectfully submitted that Applicants were in possession of more nucleic acid sequences 
than those set forth in SEQ ID NOs: 1 or 3 and that the claims meet the requirements of the written 
description requirement of 35 U.S.C. § 1 12, first paragraph. 

Turning to the issue as relates to polynucleotides that encode polypeptides at least 70% 
identical to SEQ ID NO:2, the Federal Circuit has addressed the written description requirement in 
the context of DNA-related inventions. See Enzo Biochem, Inc. v. Gen-Probe Inc. , 296 F.3d 1 3 1 6, 63 
U.S.P.Q.2d 1 609 (Fed. Cir. 2002). The Enzo court adopted the standard that "the written description 
requirement can be met by 'showing that an invention is complete by disclosure of sufficiently 
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detailed, relevant identifying characteristics . . . i.e., complete or partial structure, other physical 
and/or chemical properties, functional characteristics when coupled with a known or disclosed 
correlation between function and structure, or some combination of such characteristics." 5 Enzo at 
1324, 63 U.S.P.Q.2d at 1613. The court in Enzo adopted its standard from the Patent Office's 
Written Description Examination Guidelines. See 296 F.3d at 1324, 63 U.S.P.Q.2d at 1613 (citing 
the Guidelines). The Guidelines apply to proteins as well as DNAs. 

It is also well-settled that the written description requirement of 35 U.S.C. § 112, first 
paragraph, can be satisfied without express or explicit disclosure of a later claimed invention. See, 
e.g., In re Herschler, 591 F.2d 693, 700, 200 U.S.P.Q. 711,717 (CCPA 1979): "The claimed subject 
matter need not be described in haec verba to satisfy the description requirement. It is not necessary 
that the application describe the claim limitations exactly, but only so clearly that one having 
ordinary skill in the pertinent art would recognize from the disclosure that appellants invented 
processes including those limitations." (citations omitted). See also Purdue Pharma LP. v. 
Faulting, 7wc.,230F.3d 1320, 1323, 56U.S.P.Q.2d 1481, 1483 (Fed. Cir. 2000) ("In order to satisfy 
the written description requirement, the disclosure as originally filed does not have to provide in 
haec verba support for the claimed subject matter at issue."). 

The specification specifically describes the chemical structures of a polynucleotide that 
encodes a polypeptide of SEQ ID NO:2 and a polynucleotide comprising the coding sequence set 
forth in SEQ ID NOs: 1 and 3. The specification also provides an example of how to screen for the 
biological activity of the PAPAP polypeptide of SEQ ID NO: 2 (see Example 1). Contrary to the 
position of the Patent Office, it is respectfully submitted that such a description in the specification 
would constitute sufficiently detailed, relevant identifying characteristics of the claimed subject 
matter consistent with Enzo {supra) and that one of ordinary skill in the art, in possession of the very 
specific chemical structures of polynucleotides encoding a polypeptide of SEQ ID NO:2 and a 
polynucleotide comprising the coding sequence set forth in SEQ ID NOs: 1 and/or 3, would be able to 
recognize, upon reading the disclosure, that appellants invented the claimed subject matter, including 
variants sharing structural features with the specifically claimed and disclosed structures. 

Claims 14-20 are rejected under 35 U.S.C. § 102(e) as anticipated by Kasere/ al (U.S. Patent 
No. 6,222,027). The Office Action indicates that the Kaser et al patent teaches a nucleic acid that is 
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expressed in the hippocampus that shares 100% sequence similarity to nucleotides 685-1058 of SEQ 
ID NO: 1 . Applicants respectfully assert that the Kaser et al patent does not anticipate the claimed 
invention in that it fails to teach a polynucleotide fragment that is at least 500 contiguous nucleotides 
in length or that hybridizes to SEQ ID NO: 1 , 3 or the complements thereof and which is at least 500 
contiguous nucleotides in length. Accordingly, reconsideration and withdrawal of the rejection 
under 35 U.S.C. § 102(e) is respectfully requested. 

It should be understood that the amendments presented herein have been made solely to 
expedite prosecution of the subject application to completion and should not be construed as an 
indication of Applicants' agreement with or acquiescence in the Examiner's position. Applicants 
expressly reserve the right to pursue the invention(s) disclosed in the subject application, including 
any subject matter canceled or not pursued during prosecution of the subject application, in a related 
application. 

In view of the foregoing remarks and amendments to the claims, Applicants believe that the 
currently pending claims are in condition for allowance, and such action is respectfully requested. 

The Commissioner is hereby authorized to charge any fees under 37 C.F.R. §§1.16orl.l7as 
required by this paper to Deposit Account No. 19-0065. 

Applicants invite the Examiner to call the undersigned if clarification is needed on any of this 
response, or if the Examiner believes a telephonic interview would expedite the prosecution of the 
subject application to completion. 



Respectfully submitted, 




Frank C. Eisenschenk, Ph.D. 
Patent Attorney 
Registration No. 45,332 
Phone No.: 352-375-8100 
Fax No.: 352-372-5800 
Address: P.O.Box 142950 



Gainesville, FL 32614-2950 
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